FAX HtCtlVeD 
FEB 0 9 2001 

Serial No. 09/156;367 

Art Unit 1631 GROUP 1fiOn 

Examiner: Mananne P. Allen 

In accordance with the provisions of 37 C.F.R. §1.121(c)(l)(i), please amend claims 1, 2, 
7, 8, 9, 12, 13, 14, 16, 17, 19, 21, 22, 23, 24. 29, and 30 to read as follows. 



\ 1- (4)hnce Amended) A method for assessing a compound's ability to prevent 
neuronal cell deatn. comprising: 

a) contacting a compound with cultured neuronal cells having activated MLK 
activity, wherein the activated MLK activity is selected from the group consisting of an 
enzymatic activity, an ati^lity to bind a SEKl protein, and an ability to phosphorylate a SEKl 
protein; 

b) detemiining tfte number of cultured neuronal cells that die; 
wherein a decreased number ofdead cultured neuronal cells in the presence of the compound 
compared to the number of dead cultured neuronal cells in the absence of the compound is 
indicative of the compound*s abili^ to prevent neuronal cell deaths 



O S^g,^ 2. (Once Amende^s^e method of Claim 1, wherein the neuronal cells are 
expressing a mutated protein or treated with a neurotoxin to induce apoptosis. 



0^ 



^ \ 7, (Once Amended) The compound of Claim 46, wherein the neurological condition 
is a neurological disease \yhereby glutamate or kainic acid mediated excitotoxicity is involved in 
neuronal cell death. 

8, (Once Amend^) The compound of Claim 46, wherem the netirological condition 
is Huntington's disease or Alzheimer's disease. 



9. (Twice Amended) A method for assessing a compound's ability to prevent 



V 

neuronal cell death, compnsmg: 



Cy a) contacting a cMapound with cultured neuronal cells expressing a mutated protein 

or treated with a neurotoxin thaWnduces neuronal cell death; and 

b) determining the number of cultured neinronal cells that die; 
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wherein a decreased number of dead cultured neuronal cells in the presence of the compound 
(y^ compared to the number W dead cultured neuronal cells in the absence of the compound is 
indicative of the compound's ability to prevent neuronal cell death. 



/ 12. (Once VVmended) The compound of Qaim 47, wherein the neurological condition 

Q) is a neurological diseas^ whereby glutamate or kainic acid mediated excitotoxicity is involved in 
^ ✓ \ieuronal cell death, 

-v 

13. (Once Amended) The compound of Claim 47. wherein the neurological condition 
is Huntington's disease or Alzheimer's disease. 

V 14. C^^c^ Amended) A method for assessing the ability of a compound to prevent 



neuronal cell death, comprising: 

a) contacting a conipound with cultured neuronal cells having activated MLK 
activity, wherein the Mtivated MLK activity is selected from the group consisting of an 
enzymatic activity, an ^ility to bind a SEKl protein, and an ability to phosphorylate a SEKl 
protein; 

b) contacting,^ the presence of the compound, surviving cells from step (a) with an 
agent that induces apoptosisc and 

c) comparing theMevel of apoptosis in the cells in the presence of the compound with 
the level of apoptosis in the cells in the absence of the compound; 

wherein the compound is a potentially useful drug for treating the mammal when the level of 
apoptosis in the cells in the presence of the compound is less than the level of apoptosis in the 
cells in the absence of the compounc 



16. (Once Amended) The method of Claim 15, wherein the neurotoxin is glutamate, 
quinolinic acid or kainic acid. 
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^ 17. (Once Amended) The method of Claim 14. wherein step (b) is perfomied by 
^ d transfecting the surviving neuronal cells with nucleic acid encoding a mutated fomi of huntingtLn 
or amyloid precursor protein. __ 



19. (Twice Amended) A method for assessing a compound's ability to inhibit MLK 



\ activity, comprising: 

1 / a) contactiiig a compound with a MLK protein and substrate therefor, wherein the 

MLK protein is selected Worn the group consisting of MLKl » MLK2, MLK3, and combinations 
thereof; 

b) measuring tne level of MLK activity, wherein the MLK activity is selected from 
the group consisting of an enzymatic activity, an ability to bind a SEKl protein, and an ability to 
phcEphorylate a SEKl prot^inV 

c) comparing the leVel of MLK activity in the presence of the compound with the 
level of MLK activity in the absence of the compound, wherein a decrease in MLK activity in 
the presence of the compound is ini^icative that the comj>ound has an ability to inhibit MLK 
activity. 



Oy 2L (Twice Amended) The mmS^d^cf Claim 19, wherein the enzymatic activity is 

kinase activity* ^.--^ 
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22- (Once Amended) The compound of Claim 5 1 , wherein the neurological condition 
a neurological disease whereVy glutamate or kainic acid mediated excitotoxicity is involved in 



neuronal cell death. 



23 . (Once Amended) TJi^^OTipound of Claim 5 1 , wherein the neurological condition 
is Huntington's disease or Alzheimer'^ disease. 

24. (Twice Amen'deS^AWthod for assessing a compound's ability to inhibit MLK 
activity, comprising: 
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a) incubating a cWpound in the presence of a MLK protein and appropriate MLK 
substrate therefor, under condittons sufficient for enzymatic activity, wherein the MLK protein is 
selected from the group consisting of MLKl, MLK2, MLK3, and combinations thereof; and 

b) determining mo presenc^or amount of phosphorylated product; 

y wherein a change in amount of ph6sph^lated product, when compared to incubating MLK with 
appropriate substrates absent the </om^und, is indicative of the compound's ability to inhibit the 
enzymatic activity of MLK. 



29. (Twice Amended) A method for assessing a compound's ability to inhibit MLK 



Idnase activity, compnsmg: \ 



a) contacting a neuW>nal cell with a compound under conditions sufficient for MLK 
enzymatic activity; aiid 

b) determining the pre^nce or amount of phosphorylated MLK product; 
wherein a change in amount of phosf&horylated product, when compared to incubating a cell 
absent the compound, is indicati'veof mpcofiipomid' s ability to inhibit MLK kinase activity. 

30, (Twice Amended) The IjnethodjrfClaim 29 further comprising: 

c) determining cell viability aft^step (a); 
wherein any increase in the cell's viability stattis relative to a control is indicative of the 
compound's ability to inhibit MLK kinase activrt;^ and thereby prevent neuronal cell death. 

Please add the following new claim 45: 



(K 45. (New) Amethod for assessing the ability of a compound to inhibit MLK activity 

\and to prevent neuronal c^ death, comprising the steps of: 

a) contacting a\ompound with a MLK protein and substrate therefor, wherein the 
/ MLK protein is selected fronrtiie group consisting of MLKl, MLK2, MLK3, and combinations 
thereof; 



5- 



90 'd Zt^ZP8S££0Ll 01 



dni aaoa ONd aibH ad si7:sT tbbs ea 83d 



Serial No. 09/156^67 
Art Unit: 1631 

Examiner: Marianne P. Allen 

b) meaWing the level of MLK activity, wherein the MLK activity is selected from 
the group consisting of an enzymatic activity, an ability to bind a SEKl protein, and an ability to 
phosphorylate a SEKi protein; 

c) comparing the level of MLK activity in the presence of the compound with the 
level of MLK activity iii the absence of the compound, wherein a decrease in MLK activity in 
the presence of the compound is indicative that the compomid has an ability to inhibit MLK 
activity; 

d) contacting tl^ compound having an ability to inhibit MLK activity with cultured 
neuronal cells having activated MLK activity, wherein the activated MLK activity is selected 
from the group consisting of an enzymatic activity, an ability to bind a SEKl protein, and an 
ability to phosphorylate a SEKlprotein; and 

e) comparing the occurrence of apoptosis in the cultured nenmnal cells in the 
presence of the compound with the Wurrence of apoptosis in the cultured neuronal cells in the 
absence of the compound; 

wherein the compound having an abilit^to inhibit MLK activity has the ability to prevent 
neuronal cell death when the occurrence df apoptosis in the cultured neuronal cells in the 
presence of the compound is less than the cwcurrence of apoptosis in the cultured neuronal cells 
in the absence of the compound. 



REMARKS 

Claims 1-25, 27-32, and 44 are pendmg; claims 20, 25, and 32 have been canceled; and 
claim 45 has been added, 

Claims 1, 2. 7, 8, 9, 12, 13, 14, 16, 17, 19, 21, 22, 23, 24, 29, and 30 have been amended 
to clarify Applicant's invention. Pursuant to the provisions of 37 C,F.R. §1.121(c)(l)(ii), a 
marked-up copy of claims 1, 2. 7, 8, 9. 12, 13, 14, 16, 17. 19, 21, 22, 23, 24. 29, and 30 is 
attached as Appendix A. 

The preamble (and language elsewhere in the claim that corresponds to the preamble) of 
claims 1 , 9, 14, 19, 24, and 29 have been amended to more clearly reflect the steps of the method 



